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In This IssueFrom Structure to Covalent Siah Inhibitors
PAGE 973
Stebbins et al. use a structure-based approach to derive covalent peptide-based inhibitors of Siah. The data sug-
gest that the introduction of a mildly reactive Michael-acceptor in peptides of moderate affinity may represent an
improved route for the optimization of peptide-based therapeutics.Origins of Self-Resistance in Brevibacillus
brevis Vm4
PAGE 983
Edeines are antimicrobial peptides that bind the ribosome and inhibit
translation. Westman et al. sequence the genome of an edeine produc-
ing organism and identify the edeine biosynthetic cluster. An enzyme
from that cluster, EdeQ, converts edeine into an inactive form, thus
conferring resistance in the producer.Conoidin A Inhibits Peroxiredoxin-1 from the
Hookworm
PAGE 991
Hookworms are parasites with devastating impacts on global health.
They rely on peroxiredoxins as antioxidants and for intracellular signaling. Nguyen et al. focus on a peroxiredoxin
from the hookworm Ancylostoma ceylanicum, AcePrx-1, and show how it is covalently inactivated by a natural
product, conoidin A.Rerouting Padanamide’s Biosynthesis
PAGE 1002
Padanamides, linear tetrapeptides, have unusual C-terminal resides that have not been previously observed
in the natural products literature. Du et al. investigate the biosynthetic basis for these rare features, pinpointing
a N-carbamoyltransferase that reroutes the outcome of padanamide construction.Mycobacterium tuberculosis and Its Favorite
Snack
PAGE 1012
Despite being a potential drug target, the intracellular metabolism of
Mycobacterium tuberculosis (Mtb) is one of the least understood
aspects of host pathogen biology. Beste et al. probe the metabolism
of the pathogen growing inside the macrophage and see that Mtb
has access to a diverse diet and nutrients.Biosynthesis of Neuroprotective Collismycin
A Analogs
PAGE 1022Garcia et al. use a combination of insertional inactivation and biocatalysis to increase structural diversity in
collismycin A. One of the resulting analogs, collismycin H, is a better neuroprotective compound in a zebrafish
model. It also exhibits low cytotoxicity, thus featuring two desirable properties.Chemistry & Biology 20, August 22, 2013 ª2013 Elsevier Ltd All rights reserved v
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PAGE 1033
Cyanobactins are a growing family of natural products with diverse biological activities. Genome mining and
chemical analysis by Leikoski et al. broadens the structural diversity of the cyanobactin family to include highly
modified linear peptides with rare posttranslational modifications.vi Chemistry & Biology 20, August 22, 2Synaptic MAGUK Multimer Formation
PAGE 1044
Rademacher et al. demonstrate that PDZ domains are integral to PSD-95
protein complex formation and show that their role extends beyond the
scaffolding function. The study provides a basis for future investigations into
the role of ligand-dependent MAGUK scaffold formation in post-synaptic
receptor clustering.Fusarin Biosynthetic Pathway
PAGE 1055
The fungus Fusarium fujikuroi produces diverse secondary metabolites,
including mycotoxins, e.g., fusarin C. Niehaus et al. characterize the fusarinC biosynthesis gene cluster and provide evidence that only four of the nine co-regulated genes (fus1, fus2,
fus8, and fus9) are sufficient for fusarin C biosynthesis.Linear Intermediates in Thiopeptide Maturation
PAGE 1067
Thiopeptides are microbial metabolites with wide range of bioactivities. One of them, GE2270, is in clinical
trials for the topical treatment of acne. Tocchetti et al. report the heterologous expression of GE2270 pbt
gene cluster, analysis of the key enzymes, details of chemistry, and production of derivatives.Resources: Near-IR Imaging of Protein-
protein Interactions: Now In Vivo
PAGE 1078
Near-infrared fluorescent probes for noninvasive imaging in living
animals are in high demand. Filonov and Verkhusha design a
reporter system, iSplit, using bacterial phytochrome as a starting
point, and use it to study interaction of two proteins deeply in tissues
and organs of whole mammals.013 ª2013 Elsevier Ltd All rights reserved
